A zﬁi%a:"ém%ér%‘ﬁ%}% Bl
FiER2 FAAF



H #%

>
>

Iy

\\\?{r o mhe Rl TTH ke

Ju

i W R R < T

%?!T-FH\

¥

*

»
N

W T b el

=4

W T kb e

NP
s

K 0 3 ) TR RROPRRP 1
N B T it ieiteee e e ——eeeee—eeee e ——teeea —tteeeat—teeeaaatteeeattteeeaatraeeeaanbaaeeeatteaeeenraeaaans 1
I TSROSO 1
T 13 S, 3
T B 3
. v "Lﬁif Ll I it = T e e e aa e 3

CF AT E R E T 4
TR T A A SR FE o s

R e 5
N - TSR RP PR 11
s BB A Fax 7R3 (Final Product Release Testing ) .....ooveveveanennee. 15
P A 17 S (Batch Analysis).ee e 16
v A FenE T (Product Stability) ..o.eeecceeieieeeeee e 16
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Pl A in o A Y TR GRSRIF T R T2 #EF&?”“} pEOMIELFEA
%4—%%%&;&5&“‘ ’3‘-“% 2 5-¥ o
AAREFZF I 5T R RR UL F I AT RER TR BRI

AR A L ?ﬁ‘ﬂﬁ AR LR ASTRRRRLFATE kG B
PR AFERLFA G ZAPERE  TURL TS LA PSRN B R
oo Wk A F M BT R RN TR R

A e A STRR R T B S F R A MRR R B R
B ATRA R R R AP B AR

i\' S T
- > A #ghme o % 2 % (Human Cell Therapy Products)

A AR AT A F e 5 A % (Human cell therapy products ) - i dp i
* Bop A g p 48 (autologous) 2 I /&R 48 (allogeneic) shim¥e > »5 # 3t
B b PUR IR SR R R e

£ 782 8 (xenogeneic) 2. " 5 7 et A EHFFI P 2R 4e o

o~ B -] #& i¥ (Minimal Manipulation)

A G 5k A eoimie QW Ak TR 2 EWtmE g R AR
B 23 ivf7 scfmie R o2 Pt fL5 &) # 7 (Minimal

manipulation ) °

#+» (cutting ) ~ # & (grinding ) ~ % 3] (shaping )~ %ﬁ» ( centrifugation ) ~
w e & 4t (cell separation ) ~ 7k 5 ( concentration ) g 4 it (purlﬁca‘uon)
Sf;ﬁi 1+ 4% “’T‘it;%n_ 2. B Mm% ~ T 'm¥ ~ Jiw* (malignant cells) -
7% (red blood cells ) 2 v -] $ (platelets )~ iz /B>t 42 & & FLpik ( soakmg
in antibiotic or antimicrobial solutions) ~ /= ] (sterilization ) - §5 %4 P8 5
(irradiation ) ~ i jg ( filtering ) ~ /4 4 §z % ( lyophilization ) ~ 4 i
(freezing) ~ /%4 ik %73 (cryopreservation) % 3 (¥42 B {5 50 Boo] & (7§
B -

E R



Lo p % RiR e /5 Shime E 45 00 CD34 Mw%e > 7 G 7 e 1
£ w4 MR R TR -

2. - iR LS 1 Q}iﬁajﬁé\dg_ﬁ%“ﬁ?#’r Tz (50 3 KR e
R A TR R L WP Rk TR

N /Rt * (Homologous Use)

15 P ‘ﬁ himPe & st kB (repair ) ~ £ 2= (reconstruction ) ~ & &
(replacement ) & 7@“ “t (supplementation ) = & —*ﬁ shimfe 2t i fe > @
¥

e R Y R TR AR K AL

N

27

)4 -
L + p AP~ g #5 42 # (iliac crest bone autograft) £ 2% » 5 4 2
1& (spine) > P ei & F £ I Frend g oo

2. gt (allograft femur) * ki 4R €42 (lumbar spine) % 4f i A
PG @R ) Frend B oo

3. 2t & @ * (Non-Homologous Use ): &4 §8 75 %% B £ 57 w2 (adipose
derived stem cells, ADSC ) 1& » ¥ #g £ % (bone scaffold) * k3 L& i3
B FE A 4 P F B X (bony voids ) e

@7 PR
-~ AR A R TRA R R

B FEREFOREDFREEFARP LA EE AR RERY G

B PRI A S o A R Y YA M2 % 2R ORI L s

CELFRRE AV ASERERFHERY D IFH TR ISF LTk o
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= dwt kR AAERIARE ) P A2 ARTIRROL E 2 19 2t 2 T
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TR R REHRAFAZ AR AR RS Y 2 TRk RSk B
# (Good Clinical Practice, GCP ) o 35 3 4% 4 & i * #8385 § 12
P R E E T o

¢ A R

-~ F R
TR TRAERYFEED AR B A FRES LR
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PR AEfIie B8 FEE (11561 o473 & k% & 161-2
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=
>
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(=) P A bR A STkt 3 R R FT A org - o
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(=) PEB TR

(=) FiRi* ;

(2) 22dpaRergr (¢ 7Hhswe  FRAFREH--

%),

(z) 7 ¢ald= 88 4 S B (asystemic effect) *%' KaRES
2 mHHEMA A2 (T ;Ew;,zzﬂmghxgmwgﬂ%
PRl SR 2 EMBAL AR o

FHE YT LT L AE LA

TR HERPEYT - LR EeF 2 RE AT R THFSEL
Tk R R | % 106 iF 2R T FHLE I o

HFSN CFHEBEF 2 LR BEFLAR (L) R FPUERS
E-mail (adr@tdrfiorg.tw )= 3% > dF 32 2 REH 7 LF RELAFY
(http://medwatch.fda.gov.tw/) o

RSS2 E I

YA R R AR RIS RRE L  FHRAFR L Y AN
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Rl A g (7 e B o r’fﬁjﬁ’f‘mvﬁ-‘ﬂq)@g & (2293 ) THIEp
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1.

p %8 % (autologouscells) £ (&) 782 48 w* (allogeneic
cells) :

o lni iR G gk e AT -

e Mobilization protocol : fm*s §_F 7 45 p¥ "ﬁ 8 558> ( mobilized )
g5 i (activated )

° ‘i{ﬁ:—»:‘ . w‘*ﬁ’*x—»ﬁmpemﬁiﬁ, , lJlHi\.” Zﬁ‘_‘ﬁﬁ;lﬁév\%ﬁ.ﬁ:
(leukapheresis) » % fc e & fL2r 2 8L o 2 A& 5 F (036
FHETHB ’B&‘f#xg_f’r Jr g Ty i ¥ hiE C

o R Eiie C TERY DB RALA BRI EE Y HE 2L LA
de FoEieik o ERHNEF w2 R HE LA LF R L
Wk A e 45 (22 P130) T A P

(1) p %z :

FRLAMOE SRR AL RS LR R G E
(donor screening ) 2 # % (donor testing) 2 H # 18 54 7
BERTREBEF B BTG HUE A SEFTEY mie R
CEETERA If‘aa+ VAN R (adventitious agents ) » @
ﬂ%%wﬁmﬁf#%’wﬁw@%‘41@@§w@4
Ip e ”eiq.k—‘ﬁu hend s A Gildeim e 8] i3 N 3k ur—*f o

(2) W68 4w

wmre KRG AR (allogeneic) 2 ‘m¥e & & u««’rfv v e
AT RE A o GrAg 3~ LA TR 1]?5 ‘i TR & 7%
E=3 T R e11é# 33 (donor screening ) ¥2 # % ( donor testmg) °
fE R B ¢ 45 A R4 £ x4 (human immunodeficiency
virus, HIV) R % &3+ 3 & e F ‘1'&??“']“3‘?3 Wﬂ%”m)ﬁs%
(CID) W1 2 W % s Bk B P ¢ A AR L pE § -
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A% % = 3]~ BAIPF Wk #  (hepatitis B virus, HBV) % &

1k (HBsAg) 245w ik dfd (anti-HBc ) ~ CA| 3+
i # (hepatitis C virus, HCV )~ E 'm % i # (cytomegalovirus,
CMV )~ ¢ ;ﬁﬁ Tw® 6 o+ (human T cell leukemia
virus, HTLV) - Al¥ % - 4] -3 (treponema pallidum )
R H W oAp R4 L)’%}Ey SEC - =rF = b N e T e

w A ggme o A SR M AR B 4)?5:}30—? g X REEY

SPEL P 2 R i REAE RE REF LR TR R D
& o

B R A B R R SR A aTe

#k#k (Human leukocyte antigen, HLA ) 2. 2 %] % 4| 14 &
Z_ (typing for polymorphisms ) 2_ #%4Z °

FRPORA L AH B R TR PR RPE o BEINE R
F AR B iR Sk o

2, 2 % L .
fmre Bk ko

wmre Bk kie 7 faikmre £ (Master Cell Bank, MCB) 14 2 1 i%
wm*e & (Working Cell Bank, WCB) - & Z &> 'mre EpF > P
B iEE > me B k32w kiR % f e (origin and history of
cells) ~ ¥ % iE42 (procedures) - #+ #%_ (characterization )
22 0h 7 4 40 2 3R (testing for contaminating organisms ) & % o
e B A AhEFE B ET e F med £ # 4 F (growth
kinetics ) ~ *%%# 2 # p¥ ¥ (population doubling time) ~ ‘w*& 4| i
(cell morphology ) ~ #i%32 % 'm* % & (percent confluence at
passage) ~ fm*2 #cp (cell counts) ~ 7375 F (viability) ~ %31
4] (phenotypic expression) ~ & F]4| (genotype) &|drs + dp ¥
( molecular fingerprinting ) % % ¢ #8 % %_{+ ( chromosomal
stability ) 14 % # i 326 & o fwie Bk Beh B B2 41 ERURIRE
p ¥ %+ ICH Q5D(R1) T Derivation and Characterization of Cell
Substrates Used for Production of Biotechnological/Biological
Products ; fvQ5A(R1) " Viral Safety Evaluation of Biotechnology

Products Derived from Cell Lines of Human or Animal Origin ; -

(1) faikhimre &
E Y E AN T INECD - 3K L'T"L o 4 JITiE G AR E PRI
HRTERE

o RSO F RS BRAR  BORF 2 hpd
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R (invivo) 288 (invitro) R »

e FAFILHFRIA I H A wE BRFTRR > 4ot
AR Lpa % - 318 % 2 A BIAPFLES ~ CRF
WA Bt A A M Tt ook gk B - Al
5= A~ EB:I}%J% ( Epstein-Barr virus, EBV ) ~ B194%-|:
R S AT N LR Al R
WA o F e Y f R ;&%?iézﬁﬁv
ﬁ@(i@‘&¢$9~%}mﬁi),%ﬁ4 T
F w2 R fﬁi"* B3

o mirengh| I ¢ 3L d tmie chfe 18 5\ nbé‘?%rﬂ‘ BN
“rip L (ARG A FE A R Rge)

I e S o
o mFPRlmFein R I ETE AL nmie o EHE 5L
AR o
o mPez B (Glde BB Ve T e s T IRIA G
kA s) & mre S RAE (Blde MR e )
o HUWAE K2 % >MG BBDEMR &3
a. BARDIEE B TR Y DL EE R A FH
/;VA}.’rﬁé #o ruptApkiesk > 53 (COA)
b, fAhlm BB A T ER R B e
e R~ A k% 3% (ampules) B~ BEFIE R - %
dmre B BLE OB RF L o
c. fAhimre BT 5 N BRI AFIA B L R w2
Mo F fmPe MR 4 i fs ez B E o
(2) 1 iFimiz B :
1 Fme BV iR p iR Bean- B B e dom
Arif o 1 R BT R ERRABEOTEE
e B b o dre sz 28 BV B K ALEF > a1 (Fle
PR REF e T A & B RGE

o ‘t3pA tymk (adventitious viral agent)
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o if ¥ ehFwpzE (limited identity testing)

dohiE 2 i B AR P LA D RER A A2 e
B RRAE R s bl d e A f @ R
A PR S GLif L F s G R 0 R A
T E RS SR IER

(=) ##
| i A SR * i A e s B wE A K s s S ESE
B AERRARHIT 0 LA S EF G AR AE - AP
Ao P BB G F ¢35 LR K F Ry fF S 4 R TS s e

Fh ERPAL . 2 A BRSNS o £ 8L 2L RAlT
EA G EE RGO RE PP AR DT 2
(potency) £ & (purity) -

1. Bl prid » 2maht

LR M A SRR D fAEA 0 ¢ dE A » B R AP R
5?’1 o TR L FIER T FF

(1) i ¥ kR
(2) % /B
(3) ik :

BAASERD AR BRESAZSTAAM P
'5?@13,3“7’5'32‘_\_*??"’\:?? cHFELFIR P B A iy it
THRER  RRAS C BRF/E > KRR 2 W
Eoo 4rie % Ak & fmre fh (feeder cell line) ¥ 4 %7 w¥e ok
AmFL iR i k&SP ETM 2 o
et b RERRGER o REERKZSF S 0 AR IREH
S AWK E S RFEF AL ~¥§"3]ﬁ—% ( porcine
parvovirus ) ~ F¥ JE sk )]%% (porcine circovirus ) & # i g¥ %
,)5"1.)?34 cEERLRpF BB eI E kp B4
2 & 4Rk " g5 % ((bovine spongiform  encephalopathy,
BSE) » & 4% b ' f 24 W R GRHE IR Fe 7 M
BSEZ H is o tr fiv 4 & & 20 8§03 5B (7 st i\ 4w 130

g R 2 o

(4) Als

Au
23

g
=
b
o
—Ei
$

w

AS L BA 0 BET A
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B2EH FT AR ALY RAEHE R R
G\:ié—u L'\:’F‘pé‘f’ﬂjq‘\@—a%&ﬁfﬁm’}ﬁ%’:\/,_Qpi‘?p Bb:
& F AR URE R R A R

(5) ==+ 5% (COA)

B EwE>5E kEp Fiﬂf'\nﬂ%’f e A

0 G 2R (R ERS P E A WEFE Y %
FA) CET RSN CBRCRERAGTNG L

B (bl4oss 43 AIRIE) o

2. HRE M GO A ST B

Moty W40 R BB A 50 L ERRA LT AR E SRR o 4o
RN AT I R LT R
Bdp o RBEP L FBAAFLEFTRERRT > ¢ KAYE S
fy,T°

3. His £18 ¢

WoF L AW % &R F Hk (penicillin) & # & B-p fig
338 (beta-lactam ) 42 % > ML G Ve A2 IRATE & o Ao Gf
LA R @*“Eﬁ%ﬁ‘ W EI g g #”f i =
(exclusion criteria ) % It Fx e Ffé ¥ % 2 (informed consent) -

R A ¥ a AR L o 2 J’/f@.{@xé’* et & kR o
(=) *a5#) (Excipients)

B A R g A b A A A BRAGA > be A B Y e

(human serum albumin ) # £ DMSO (dimethyl sulfoxide) % - &7

N ARBASP I AL EERER T RERKSIED o

-&riﬂ ARER Y S PIRREREL N E - Wy R LR R
Say - S A N E R R 3 Y e

(2)RJBEA
RNt mie g FpFR? m"LrF iag‘.):pﬁ > ] e m”?&é}g‘_ﬂg
Howd ddiafline SEF SRR P ARERE - BT R

FLRBRAUG we AT o FHEF APLEL D ORERA 0 R
Bz P 7 WAeFE:n (Qualification) - Mg Fr @i chimbe & o
THRELBREXRA DT AL
L¢3 /&RR -

R e



Ak A Sl ey

Rt el & S AL 28 B A i
FAEAT RN ERAZE (flowchart) » & AR Y 4512 3 g1
LiEAr 0 2 WY B R A FapER e

(=)

2 W%

FRAFA BTRAFERY Y B TR

RELEE TSR L

Moo R AR BT /e el N e s ] Ty it gl
H 3 bldoi * e B E (instruments ) 2 fF % i) (enzymatic
digestion) > 2 @ * i fAwm e EH/ S L WEH 0 FHEBRBAR
(density gradients ) ~ Z3k (magnetic beads) ~ & ¥ & g fwre
/> 1% ik (fluorescence activated cell sorting ; FACS)

KIRES R

BHERZIEEZ ) s dobmie 2 & PR R %Wag%ﬁ
RSN T HEP B ERES- RPEZEHH EFT R
B 0§ dmiE 3 ?@ﬁiﬂl‘ 4v4 £ %3 (growth factors) 2=}
FrulY £ = w2 % # (cell subpopulations) €. F F]m EF 4 £ iR
o

b

B T

dod oM e Rl AL AT Ry B FRIE LR # ¥ P
oo BFE T wie %ngpjnhziégm Wt 2 T i A
B ok BRI G ek R H R 2 2R
TR

*“):

WARPEF 2P B ks o

Bl Bilmm etk > DRYREE BHBTETHER o £ & DI
%ﬁiﬁﬂﬁﬁﬁmﬁﬁm@’”WL&?%Q%@ﬁié %

SACRERRE R TR RER NEELER X R At
I e S KN S TR - m”é’a‘f‘iz_Lﬁs“%ﬂ(F'“ ' Gy P
B GE o IR Boil § ARG AR B B R G and o

e 1 A

F B e eI R AR A TG AR dk 2
%’j%@ﬂ%+ﬂ¢wﬂmiﬁWﬁﬁrmw%ﬁm&%ﬂio
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Fimie 2 AR T A o 2 Rig 8l A Flio g e B
RA F LA L 2 A TSR TR ERAE(X R) -

4
A~

N'

¥ e 4 B2 220 (matrix/device/scaffold) PF > B4 £3
7 e d £ s # a2 R BEH2 B Pl BHE
$§F—%§i%wéﬂﬂwﬁ%%ﬁﬁi%*
E3

TR PR MR (e 3 A AR - R

w*r, \V“b

v
RS

)q-

7. B e

BiFwbcit B % A e > TP &x ]‘ﬁa—’s v ’}5 ,E & g i{, _lﬂ
F R AR e R0 BRAE S Tk i

B R m‘% o R BRMER &ﬁﬁ;ﬁ»ﬁﬁ?ﬁ “eré * km?
BREER - WA FFEEE it TR A T FE
EET v ‘_gr,r%fr °

8. it s AT

FA e A B A S BB 0§ LB VSRR b
POEBIRER S e 3 BAF L S o TR S e B
HURTL (S > 19 iR ] I A o A e A R R B

e o

F oA ERE

“% I EFA R EAT AT RO R TR AR R T
FRARKR LR LR B Y- K

X AE e R A ﬂﬁ?%7*umﬂé@éﬁﬁi’%?*-%f@@%éﬁﬁ“
& > (safety) erfic? 4R 0 = ~ iR A& S 43 ehEw] (identity ) JB)ZE »

H R (purity) »w ~2zi (potency) » I ~ 35 & (viability) % = - ‘m”eﬁxg
/&€ (cell number/dose )

E A KB ch? B (intermediate ) ¥ B ¥ A Sk B AL 2 PR

SFE ORI AERASUEFY FHF S S TRE S LK 7 PIREA

P~ A 453 % 2 ufedR i (acceptance criteria) o o fTifdE thdp Tl RIS %

BERESFF 2 R ERNBAFERDP =t F e X AP RRE
B RFOVIRA D B R TR RERP A DE 2 G ek KT e

AEITFRIERE I R AT S L IE
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M2 $ Bl (Microbiological Testing )

(- )& F3ds (Sterility Testing)

Rl E

B mE P B %A R FR%R S 22 RREFET R g
BliR e 45 L (¢ FZ L - European Pharmacopoeia, United States
Pharmacopoeia ) #7if e ﬁ;é‘%? (sterility tests ) = j2 o drgg * 24
BRI R R RIS R il T AR
e g AS UG %mi % > Bl4e i * Penicillins &
Cephalosporins % #2 % > Jessl il (7 & Fisk w0 ¢ it 4
$iE o Ariid FRESE LR Y FL R FRK L O R
% (direct transfer method ) & {7 & F#5k » RIEPF L Romifig ¢ ik
BRAAZAEAERY T e B2 AR FHETS S 40
*if £ 2 B-P fiptefis (B-Lactamase) ! 4 H-2 F 42 & 0514 o B-
PR e 2R F AR Frdl e g 2 Frd] iR E) R TR R
('validation tests for bacteriostasis and fungistasis ) » X 3% & F4
Frid et o R E L AT NEERA &P ATt R0 3§
P EREARKR D% o

RITEPES

RN HBEEF O FREUAEY & FHRER - A EFR W
BRAMALE M e R LT i FEFARY &
Fask o st £ s tlane Rl o ksl s
kiER sl RIRLEEE -

PR EERG L LiRg (acceptance criteria) » T L &% A
SRR FRA o drk MR & f @ m EL T e MOE e
HEEA ST ORI L Riop LR W E IR o B0 e
AFtfifid el e id? (oot d) A2 L AR
W AT L FERAEF VAR LA T YR FRER
A qOT T2 8 FiR SR

de % e F BB (9 R BIRSRE R NI4T BB Y B BRE T

BB SEEDABIT2IFE N AR R AR - X D&RE S KB

’AF %R FRER *Iﬁé_r“? AR A KR AR LR

A o pLRRES BIFFF 4R > T oA B P R

AR E R ERE AT FFERE i*'f’i’??éia‘f‘@%’
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D(IA8 D T2 Pr L Fi R % 2 (QRE BRIt B ot o
Fodrd g R RHEF o KL 3T (7 12 (release criteria) ©
FEEY TR FAREROLEE BT R A BRL DR LGS
22 @;Lﬁm,&miﬁ&—:};ﬁxm;}i—ﬂ %o )L P AT AT A ﬁi’;i"'ﬁfé
*E S Pk e

32 Fi2 gk

Poit WRIMA F et 2 o ded AR DGR ATR B
EL PR FRSRERL AR B AR g T o i
Poig Pt P2 R ERwEAZ AL AL (rp B 2R £ R
ZBACTEC - BacT/ALERT ~ Rapid Milliflex & ) ek Z & % &~
By hi sk L hm ik

*
Vi

\%&\t \vﬂb

wwsr‘é:

‘é

% # " BACTEC ~ BacT/ALERT - Rapid Milliflex % = ;= 3 * & &

TR Ry e R
@?wﬁiw’ | & 5 {7 |2 p¥ » ¥ 7 BACTEC » BacT/ALERT
% Rapid Milliflex % = /% ¥ iplim®2 2 52 & At R F R 202 &
EmAE w g & FRREEE O KRG RFHRE (release

criteria ) °
(=) # ¥ # (Mycoplasma)

Tefasess RIT175 4 b i 48 € 8 H A SR S EB AR bl
¢%%é%%@é%?%ﬁm~°Fﬂ$@ﬁ@*5i%ﬁ?$°
BEATHFERAT DR Y A B RDRR SRR
Bk A2 B A TR B AR RN R f e B R
e K ALA Y 0 R A R FRGE - ¥ A M iR A
RN G U R s R S AANE R R LR gy e
&2 2% 7R (release testing) ¥ 3 F (FPF 0 VU AL N F BT
%wagua@ﬁ@ﬁ@<mm>.éﬁm@ AT R
Bolh REP 9T ¥ hB L FARF RPIEE iya AT B 2 A AR

ﬁ; °

N

(2)* %5 R R (Adventitious Agent Testing )
1. H7bp & RIZE (in vitro virus testing) :

PRk B fihwe B2 R% 4 4 wm% (end of

production cells) F & — = 88 *h 5 4 RIE o 44 RIGE B H-RIE R &

BEEIV ﬁ'#’]ﬁ?-* dEZimERE R A R meanEE o AR

Bl A R R o fAsg (species of origin) @ F_o MplEE ¢ 45

$ASHUGE R PR SR A E K e 2 5 R X R
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RAgAhzE (&) 24 h2 & & Bp e 4 dmie R o gl oth o plplRR
e zRIEG BRweHERS 2 i fbp 4 (cytopathic and
hemadsorbing viruses )

2. fp ;);;35,, B3 (in vivo virus testing) :

F R F e R AR e B F R }?“r;‘—* AR SRR B b
A 37 s MR R A AT & B2 U B (adult and suckling mice ) >
2 %5275 % (embryonated hen eggs) f e77 ;80 %5 o 5 & X b >
T m AL R E R A RSN R FRIE A T
AR E L RIE G B IR
3. HBF LSBT SR Rop A 2R

B WE et B (blivmfe B~ B % A &) > R e oh &k
o RIE 0 2 P FEACIE R P RRES E o Bl n R A S AR
AR ImE o LB AR A SR R RGE e A ATRA T R E
pragr 5 (PCR) & A#RIE H AT % o BRIFD RS T
Syt T Adgieinf A AP M BFR B A iz g | 2 RE
R S T

#4| (Identity)

PEIAFARF nET R E 1 (T B E B A S Ew A 47
ZopE AT E Y KHE A AwF A & - F R JdL Nl s fh g
g o

o
BHASY - AR S BEP G R R A B
Pz oo MEERR e Hwme ko st 2 %q A5 5 o

ﬂ*t

¥R (Purity)

ARDERT &R W lERY grElap g7 g e o
oM R aplEe EE R P & % (pyrogenicity/endotoxin) ~ * & ]
Jed P Emre 2 K nged AR 2 BB AR T Y L A
AE D GlAein ek 2R TS B s i 2 AT hn s R
(unintended cellular phenotypes ) =4 7 o

- )% 95 4% (Residual Contaminants )

¥ A S m e s A S rr R e e Rl > f RS pE R gs

PRy v ’F?Z‘ A bldrimre geE o~ 4 r—]_;_ P, ‘“"F o ]
mA,\ﬁ M f"IZA:\k fﬁ—s EJ 73 _Z,Lm I LD A %&%_ﬁ‘m

REFZARE § (ICH) "Lr»;'#ma‘ﬂ%l_% Q3 T H B | o
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~

()# R/ M4 % (Pyrogenicity/Endotoxin )

&4 d 0 ¥ * Limulus Amebocyte Lysate (LAL ) assay 4 7% &
RIEPFFUFERRBERE - CREF S BEF TR Y DLALP #
SR iPE k'i”%ib%' W2 R EDRAE o HAEHE LA D
(parenteral ) Z 4 » iZk P} F % 0t *LLS5EU/ 2 THE/ P @ 1)
¢ p (intrathecal ) /L b+t » p F & b PN ;é 0.2 EU/

STHRE ) PE e RRAEIIE AL alidy S kPR o e &
FZRERORE ) TARERM PRI ES AR liﬁ{f e B
FE% o

sz i} (Potency)

iémil%é\’f‘?@’«kp—/?ﬂz‘”ﬁ‘ 4#]4};4—:;4 LLJF/V\*%}@K
7 ~ 45 (quantitative assays) o 3t % = f'P AR SRR BRE- B
& RN RIR SR RIR el A 4T KRB R E D2 PR e Bl AT
Sk ot ;%—é I R TR M EM G R o

¥ 7% % (Viability )

T A ST RFE X L RR Y R
(acceptance criteria ) =437 & i& PR R 78 4+ =%
% AT R T B R R B TR GRS  T D

A-} \4~ 44‘

A a R A R R TR B T R L T0% o dek A i B
I R Ry B T AT T KO- =R S
3R ST RSP 1R RN E R o

sz dc® /A€ (Cell Number/Dose)

AERIEICREEEY o e BASY G~ 2 G okin e b ik
Bood e T e GAITTRA Y BRI b A B E 0 2 L AR
T A o

%~ B ¥ & H a7 pi2 (Final Product Release Testing )

B % A& % (final product) #_& ¥ #-* A ER ik M A & (final

formulated product) o 3+ & 2 #F A B & 2 A D iR Tk B A &R

oo ZORIERIE R R E 2 ek # (acceptance criteria) 0 & 3 p[E

@k enarg B (sensitivity ) £ 45 & |+ (specificity ) % 4p B T30 o BI3EIE P

i b e e 2B R R B E o R P AR ér‘%ﬁ%? T (7RG
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F A

7

Rl Lo AREERT C EHASTARLE - FE bR

F TRRRNE R o PR A St "’?«'}ﬁij\

TEEPE R TR (’b’sz rEFREEE) o E A AR
FPRFEINEASTFIRZPFF LS DREFEED » BREFIES X
ﬂ i **ME'J; e ;Ellﬁx.ffé%gz_r% » P it A A M2 (8 4o

B~ #4178 % (Batch Analysis)

REHEH 3B A e SR A 2 /A2 - RiLo {305 82 Tk 5% >
FEROG MM T2 PR EPEKRZ S REP WAL R o

T ~ & &% 24 (Product Stability)

WA RERIFER R X LERREDD A AET A S 0F LT s
kﬁﬁﬁm%ﬁo%4%$%$ﬂ’@%ﬁiﬁéé%F%%%’uﬂi
PR A MRRIF R TRE S ikl o B X A2
AOEFBRER R SERETR Y PPEE AR X AP R REE T
B TE L AL LRl § 1 o TR LR A 2
FAMRRFEL IS HwnTH T ARREFEERLL 6 (ICH)
EERQC AP PHARL EF I 2P PHAL 2P BAE KL X T
PHRIGR e

— gAY T LR

f e GRS R T B BT e R 2 R e et I Sl R
TA SR ALREGFHRY BFLT T -FHAT AL R DR [RS8
ST e A - ime MR A R RFERES RAGE O ERF S S

S BB ARRT LR

Reft SHSED A RAAE I L Y BT REL L L2 el
Lo A s il F AR R I R G ) *?ﬁﬂfﬁﬁ“%%éﬁiﬁdéﬁwf
S A ST EBEEr BEE D Rk ESk B R FERER SR
(7 Tk e EHER) o }@yiéﬁm&«cﬁ“%ifkﬁnﬂ— BT
SEEEIEET 0 A RN . AR

I
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B: -~ H @ 3% 3% (Other Issues)

-~ A RiEH #57 (Product Traceability and Labeling)
T 2 W F R F O FE R R

= Wi it 355 (Comparability)
Tk @S doy W2 WRR L BHEAPIF LT LT D05 -
PASEENETRER R T EpE 0 & pE R 5k & TR By

ki

S v A R B R Ak T RF (Good Tissue Practice, GTP)

Aﬁ@ﬁw%affﬂé%é\aﬁiﬁﬂ%%’é%Awwﬁﬁﬁﬁ%ﬁ
7gfmfpha+§5g\/\w g‘?«k;f;iggg;\ﬁ:g\;g?,—;\*%ﬁ\;—:%;ﬁaﬁi
WA & T A Wiwre SR U (TR (Good Tissue Practice, GTP)

W‘%#%%ﬂﬁﬁﬂiﬁ%%%%%ﬂﬁ%ﬁ(IOM%W)

FR IR R A SRR & RBEF RS ST

CRE AT LA RFF
BEET o R E TEFRULE RN T FFSB LB (PIOS
GMP) | » % k" 4 S hok ¥ fehh o =8 b 8l £ % 1 & 752 # 11 GMP
WA
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Fri WARRFAAF -AREPR

BV EAF A R EAREBRR TR ER A &SN (activity) ~ ok
(efficacy) &% 24 (safety) - g8t T M AW (invirro) #% ~ &P
ur (i”lViV0> PRl A iﬁ"é%w"'mﬁ'%ﬁﬁp A o FACEFEARY
W T Jbaﬂﬁfﬁg ek Ssh s MBIl Rk KR FEE B A
e ”ﬁ*bﬁimvﬁy'tﬁ&ﬁ% ot 5 TR 5 7 e Tesk
HELEL B BELYE -

% ~ ¥ 3% (Pharmacology)

- ~ A %»¥ % (Primary pharmacodynamics)

@WWﬁﬁLﬁmi@&mﬁi ehis 4 2% AR B S 103t (disease

model ) ki {7 > 4ok 2 igmﬁ#wﬁ’ﬂuﬁﬂ(mmm)ﬁﬁéi’

y%m@mgﬁ‘ﬁbaﬁmiﬁﬁﬁﬁ B TR o BEF L M
&g T AR o

. = %38 3% (Secondary pharmacodynamics )

1y

Pt ARV G FE AT I PR E B BE Ao RE B 4 A
RS RUEE RLAEE PR A A B G S S

[add

R~ % 2 EREEHK (Safety Pharmacology )
RENFENT R EM Lo F LB PP BENET R FLER D
EAEL T
% ~ wm¥% enps 4 8 (Kinetics) ° #@# (Migration) % #F ¥+
(Persistence )

~ RS R SR e A 0 S e (ADME) B 53 2 2
WA AFmE SR A S LA MEETmeE BN kR zgﬁ]ﬁ“/\
Fos e S S A trafficking B MR o - LK > ARG
b A e e

£~ % > 3% (Toxicology)

AR i AR 2P EKROFTE AT RER RS L i A Fd 2
ﬁﬂﬁvukﬂﬁm@ﬁﬂm%mﬁm&%‘i%#*ﬁ—wﬁ*$g‘
B i mee ik (cytokine) A EEE 0 R RN D A 5
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PR > o BIAR e AR AL R R LT ¢ W FE
Fedto—dm F 0 AR ok A S en® DRk 35 - KX }_']é‘.(general
toxicity ) :®Zk 27 B 3Rat £ 1+ (local tolerance) ##gk o R R » & > MR
T Bog s A AR » ) hie (7 FH R M A S § A RER T g%
#?Jl#’tx%'b]?&i# X 2HanTR o

- EREz2 £4RE % 21335% (Single and repeated dose toxicity
studies )

FEERF PPN REFE 2P RER Ak BRI MPN L 2 TR
T A S BIT A S % DEETE B N s A B sk b
K bpeiF -t 3R IMER Y FREHFHER%K > FRE

FERHZTY o 2 Flalme (v R L > HRERH T 0§ &8V -

i 3 el A R R BB E o

Y

= B 3Rt (4335% (Local tolerance studies )

WHROFTRATRERED LW F T U EBE N LAFHE X 2ER%
P— ARG e A ek At M e

. R iEs% (Tumorigenicity )

I

FIRAEER* 33 s eeizome ORE%AE S BY RE TS E{)%;ri

(tumorigenicity ) 5% Jg o KRB MRS R T me 0 B2 R MR E 0

AL e A g & Rlke wmie A B E T Rs T *5‘%’”}5 e
LI 0 IR ER TR LR S B R gT o

S A 7% > iE% (Genotoxicity studies )

- AR A IR R A S AL R 0 R S AL g
DNA ® #iT% o

Ry
4

4 %% > % (Reproductive studies )
WRAOFERLTRERRES Lo
o % & B iE5% (Immunogenicity )
F IRk R Y dhwme L e AR W RIRSHPR LS LA S it
(7L X 2 RRE TR o
T ~ ¥4 270 3% B L3 72§ (Good Laboratory Practice,GLP)

HFdPH % 2 EmREE  (Safety pharmacology studies ) % % > 4 5%
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( Toxicology studies ) fi& + & " # 4 2L qppk ¥ 5% i 1 4% TR ( Good
Laboratory Practice, GLP ) | 2. %L %_-

YIX RAPRIEAR —TRRBRRITE

2o
P

g

AR iR A S TRA R A AL B Rk A o B BT RS -
Peers £ Rbe t 4RI T A B I e i A Regh d do kOB AR ERE - A
BB REMLIRGY Ik o Flpb ptin t B (R iR Sk TP
“’F%‘ﬁ@”W%ﬁwﬁ%éﬁﬁ' GRS EN ST IRNRN R
ik ASDATRRE ) R EF RS D TRA R RRR T E

7
=
\W-—A-\

B AR A B SRR B TR  ATRR R L TR E L
3
AT G A SRS B § BRI AR R SRR PR
ME R ke E e A 5 s BHME Y 0 ARRRT L F L ARHE T %
o A AR S U RIE Y e T B R A R BN ARR
A EAN D A RS TR S Azt 80 (limits) > A § 4 b sk o e £
AALET A REAE R

B RRERET Gy Eb gy Hﬂﬁ%%ﬁfiﬁ’:ﬁ-’;‘ silde e R R
T~ B B T LG 53 ot I FFE e A
B A A T 5> gl H g%\%kﬂ;}\,ljgéx..p;g[ v Hbm“@_f%lqgm NV -

FERBRAL DM BRR A G LR A Sd B TR R MR AL
B FERL 3 LF A e o A S 0 A RS BRI E FEg 2 L
FARE 2P IRBE  FHFTROFERE G RREPNF

<

fogmryrtiem
- Ee

WA fFme o AP * 5% KRUE§ T8RP o MRk #
P oenis o LB FRREIIOIAL 0 FIRA € F LS Bhoo BIE
WRE RS IR KR UE 2T AR REKRD o FHE
YA AR ) FAMEF AR R EAE G AAMER - 2
o T ARG A S8 i AR4e dosing regimen £.F F (T 0 11 E 405

%%F)f%"
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frESFPRBEE - 1 2R D TEhER gbmﬁ% FT TR
Fit AR E g 2 e E s AEF T EASAN cHRPA AR
Je (G4 ) & n—'g-@;bﬁ’» it A £ (max1mal tolerated dose, MTD)
TPl ey B skl ¥EHILF BAPEOENE 3 - 2§
HBIMID> rEFF UL EUHEFL 2P T RELDEFHE 2L PR

Flme g Fen A R * 55 3L 3F 2 Proof-of-concept  #ES& P & B
EilARR Y SR REPERRITFILITEE o EIFELT R e KR
FRGE S LA R E L B4R o Proof-of-concept FF » ¥ 4 g % H & &
KPP REHR (XN GT IR ) LF AR, ipﬁ}» Fé‘ i
GldeE 7 B~ el :ﬂ,ggg;u iz 3 REHEN ﬁ‘ W e
BREE T IR RS X FAHER T E

WHREHOER

Riypmie 2 b ' R foidB P oo REH G § f8%%FE > 2 Rl
Bk 2R EBLF R Foe A SRR K A 227 i
*%%%Mﬁﬁ’féﬁ—\ﬁﬂﬂ%’&ﬁﬁ%?fﬁuﬁ%$4&
) ﬁéi“’*ﬁ o 4t BLE & X Kot Lr% A GEFE el b rrfed > o IR R LERRY
AL GRBANIAMTARGAE MR X SEBERNAGEE o

EE LREREH O P FTRBT NI S BROEDR G ER
@@mﬁ}?‘;frﬁ&i‘& f%’ﬁéﬁ%ﬂ'@&@}’mﬁ?r"%iﬁ L
FRAPEBF SN PET (reserve) AR TR A HELR FY
(vital organs) e — 4k m 2 » B i frad M7 L% P iphidsk Y 0L

2 Fik%m AR RS R ALY RERRE S blhesb B b R R
FERJE S AE G FRLRERSMDLE G FRBELR DT L LB A
ép\/\{fé_ °

’iﬁ'**ﬁxpi“i‘mp\%#”f FER P FESRE AR P AT E
TR OB RELERT T PRE R ok T A H Y R SR AN SR
FES R 3 A3 %03 5 TR ﬁ%;é—“ﬁ.t‘v« € 3 4v SR G
LOFR ORGP %R T R SR R LR

AL kR TS A LM% B LT ER
( ithdrawal criteria) ' %2 H {7 -

WERANELER
SRR B Ay F R e B s 3RS K e dg

SHIRA € 7 S5 L 8 dosh S5 £ 5 IR e T
KdzFAdoHE > TP HEG S c RPN E LS S lﬁi S
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AETRG O FRFAE e FE IR > HF e A B YT A
(R e o = A - e <y Y N E e I R e i
Vo $4£$WW’Tﬁ”&ﬁ”%% e - IR PR oS Sk
Tete P 0 FF BT BAF o B g f‘é'%’]fs_‘\*;' e ¥ oehE (g
KGLE ST beﬁ‘ﬁj" e (V'&V'L'}%’#*"’) P Rt E oy By
B oA R E R -

£ {%” A AR R * 5% (first-in-human trial) » % 38 455 FILCRRY
PR 4 B (staggering) o W - B R P ,;373 )i;g g Hi P
W CFERLR R S TR GFER 1R FT - EXRERE LTRSS
o etk M END L E%k o 2+ - & (cohort) 1804 FF - KEFR
F’a“‘l‘f«ﬁ AR HE DT - o+ F 2 242 (intra-cohort ) ﬂfr o Y
(inter-cohort) gk B P& [ Ff e 230 0 T S B R ELR T
Miel EH47 LF a4 piag Rl o

LB E R

fo B STRR RS- R %D P AL BB R T R 0 2 A
5% D foAe B RORIER o & 2EE PIE FULE &S E Y i
hE PG ERT R TR LS A MR Y SR8 e A
g.;;ag; RAlzwH P 7 o Fﬁﬁifrﬂ.ﬂfﬁ“ Eier kI VEHS & WA R
BHAMP EFFIASELRY FRARLD0TAS ) BT RLE
¥y miwfm o AT H R ATE T L F A iR R AT ﬁrfﬁarfgﬁﬁi.‘rﬁ
e A e A B0 g Ap B 2 7 5 (bioactivity ) 1t o

“i"-fi:’ 2PEEFRAFELUL DT E S B Y RERERY BITRER
ik (stoppingrules)  T& § s (2HE - X4 ) 24 AN
(V'HW%*F‘ o= E506]) PFo HR%RET T AP EAE (H4cliis
TR GRTE NRHEE ) AR LFERBR K o Bl
SRS EE L DN RE T LF R B F AT R
¥ (dosing) > AT FHRBEFLTIFAAMEGFITPFL EATH 4 £ o
- B Y TRA R X T - TEXE B BT RL R ¢ (Data
and Safety Monitoring Board, DSMB ) » 2 s 3k s 7 € 3P th AR B RE 32 5% &
F(REIEZ 2 o A TEEER R A R

3~ i in R 2 FIRTRA RAL

£HL A B
AR L A S TR BRIV o Flet R feflAey S BT
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¥ {7 1237 £4p 7 2P dosing regimen £ F ¥ {7 o dosing regimen F fiz
WARATZ PR ~ Ad e A e |0 A s PR > FlptRskiE A Y
RIBEFFREFALET FHER A RR LT R Bk o bdoiR)
TR EFRAREREE Haefda 221 E&3 3% 2a0®E
R HE R L FHEL peF (failure-to -treat) * F o T v & LA
B E o

FREEAC AN F PR S BRGNS AT A
FLhI P A gl ™ o PEIFHERE  FUALFREFT
FZRUBBRISPEFFREILASST > FAERERZ 3 £ X R
Fo - AT APALRE AUBHRENE A G ERL IR (5
..:pm}zkﬂ,% PE L) pb p?:v'?—"y;ﬁ.g ER Y- I S AR S [ S N S ek T
ERER
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11‘_1:%];

FARE 2B
F A A AL B § R RN E S 2R e
ﬁ;?\]
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o~ AAAT rﬁ'ﬂi BirEsitd 5% Fww AT §EARTIGOT
R R 2 R A RRE 0 i T H
f#%’w%»éﬂmimyk& B e & TR ARG A
b

5
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2}
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10.

11.

o ok ii% A% (¥%) > FDA Z3 % 1001400546 %> % B 100

-h_‘\

Wit ik 2 A TSR TRA H5% TR R B ATERP (¥%) 0 FDA
Z3 % 1001400546 55 > % B 100 &
A R8 vz E_fa‘« [ 4 T'F#EJ% ik %5—?“- % 0910078677 3. > A E® 91l =&

¥Rk R % 2 RE ¥ 1 % FDA #£3 % 1031402844 50 2 F 103

-h_\\

Draft Guidance for Industry: Considerations for the Design of Early-Phase
Clinical Trials of Cellular and Gene Therapy Products, US FDA, 2013
Guidance for Industry: Preclinical Assessment of Investigational Cellular and
Gene Therapy Products, US FDA, 2013

Guidance for Industry: Eligibility Determination for Donors of Human Cells,
Tissues, and Cellular and Tissue-Based Products (HCT/Ps), US FDA, 2009
Guidance for FDA reviewers and sponsors: content and review of chemistry,
manufacturing, and control (CMC) information for human somatic cell therapy
investigational new drug applications (INDs), US FDA, 2008

Guideline on human cell-based medicinal products, EU EMEA, 2006
Guidance for human somatic cell and gene therapy, US FDA, 1998

< 1046> Cellular and tissue-based products, US Pharmacopeia 37, 2014
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113, #4572 2F a4 (540024 )

Ll 14, femkidsev a2 TR0 2 4phl~ 2 o
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R ESATELRE Y R GFEAYEET )
[I2. v dfimre g 2 STRAR%EL & 8¢ 4 (ot )o
13, fekidskdr2 22 G2t 25 92&4 7 14p w535 0920318552 5.2 2 2 T
WL RS E PN FAE )
4. femhssF 2t ~ SAKLERL (i SRS Y wik)o
LIS fergsses §* WX Ehwme A 52 % F5F o
6 a2 Rifeh@d% 5327 B2 452 - B2 HEE
[17. w2 g fl3%2 A MRs%d | ¢ P~ Bk o
[18. %% 2 X@FERLE (Fxtoaws) 2 BR4F4 4 (Case Report Form » 4o 3#k i) -
(19, idsk 4 gpimme o A 50 & ~ BREFFHEP A (WoF 8 E) -
[110. #sisHics- 2 (Rt z)o

L1l #as% % BTk @%EL BRI WY EP -

M o

2

wE- el (ZARATHEE AR FELTFIHEFT -2 =8

29



AR RASTRAREVEN FHE A

L R

BELE PR

A 5 F#

[ & CfL~ v g
iR~ A E (e i)

I #% -

M i A~ R

IV A% 3#% » phaseo ]l oll oll alvV of i 0 First-in-human trial

VojsRZ?P wos#si? cosBEP

VI A fghmie iofy & &R 005t 3 )
G DhAEEA A
RAR 27 p nDh%kEid A
HUvRpP o AY Fha%kFicohsks e

FHop g WohBkE Y
WohBkE Y

Y GHs s )

ERCEE T

VI ~3Bsk* A gm0k A&
[ ]p %8 (autologous) [ ]I f& £ §Y(allogeneic)
[ Ik & & * (homologous use)
[ ]3] #% i¥(minimal manipulation)

VI & TRk iaskt @ 0hS%E et OB LY

X o & A MR%RE R §F1dis
SEIERE RS KR R

ol 7% %

[ #%F e
EEER
i

I #&% P

M %R AR

IV £ Her (3 BT 3 L) 02T K

Op¢ A5 4 B

V i#EE%:t | o¥ B (controlled)
o-T {7 (parallel)

O *z(open)

0244 BB (non-controlled)
0<% R (cross-over)

0H 7 (single blind) o B (double blind)

0% ¥ (randomized) 0245 #% (non-randomized)
o i (superiority) 0% % *% (non-inferiority) 04p % }4(equivalence)
oH @

VI B Bbse A B/T /1 2 /E-Mail :

VI H i

30




e A s R A ST EEY YRR

FEREIER

N s &

R 1F X
1LA2 &%
2. ime FEAT
3wtk a4 [F#AER kA * [ )& F
4.%) 8 (fo¥e #)

SHyx L gL #E =0

r ~ A RFBEK CPhaseo Il ol clll oIV of # gFirst-in-human trial

T RARR
1. o¥tfk : o% gH

OF s (F AT )

TS A e OHE_ m
oL {7 ol % oH
e 3R p F 3 ¥

HEDFE oA oEHPE o0&

0SSP e ooaEsde ooEY o

N & kW

SRET
INER SIS

2. X &4

31



S R
) IR 3 AP = e

R S LR

NS BERARR

4 ~ @ * ok

LoRgri 2 Fpk

wd

L S ﬁf_‘_:.l- :

1. 5 &3R5 ek

3. Bk EA

WERR/ Y el
O% 7 %35k
O4p % 3%

oH

2. HAfe 4o %A KK

BT 3

O% BlioR

oH i




2R ORFSR  oFdE
(fir: LWisR CITT 5 #23°% % PP)

e
O
\l‘i

~

5 ﬁP"—JA\‘H' D"ﬁ O

-‘ﬁ

- S HRRIERZ /AFRREL (I 0 )

4l

33




2.
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"
gy

Protocol Synopsis (Cell Therapy)

I . Protocol title:

II . Objectives:

I . Test Product:
1.Name:

2.Cell type:
3.Sources: [ Jautologous [ Jallogeneic [ Jhomologous use [ Jminimal manipulation
4.Dose(s):
5.Dosing schedule: administrative route:
frequency:

IV. Developmental phase: phaseoI oll oll oIV oOthers OFirst-in-human trial

V . Study design:
1. oControl:  oplacebo

pactive  (please specify name and dosage)
oother
oUncontrolled
2. Blinding: copen-label ~ oevaluator blind osingle blind  odouble blind

odouble dummy  oother

3. Randomized: oyes ono

4. oParallel oCross-over  OOther

S. Duration of treatment: days weeks months years
6. Titration: oforced Ooptional  Onone

7.

OMulti-national ~ oMulti-center(Taiwan) ©OSingle center
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VI. Endpoints
1. Primary endpoint(s):

2. Secondary endpoints:

VII. Selection criteria:
1. Main inclusion criteria:

2. Main exclusion criteria;

VII. Study procedures:

IX. Concomitant treatment:
1. Permitted:

2. Prohibited:
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X . Statistics:

1. Primary hypothesis: gsuperiority anon-inferiority
oequivalence  Oother

2. Sample size: enrolled
evaluable

3. Efficacy population: oITT oPP  oDother
Safety population: oITT oPP  oother

4. Statistical method(s) for efficacy/safety evaluations:

S. Planned interim analysis: Oyes ono

XI. Please attach flow chart and/or assessment schedule, if available.
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qp L w| 4 S s A AR B SRR B o E

7 % P 3
i3 5 (Testing) i i£ (Screening) Mﬁ
(Quarantine)
HIV
AHET & %
LA Cc 3 (B 7 m e ﬁ:‘« W LRSS Qi = k=
Sm ¥ F bR X 5 , %
-3 D e R - TCT RS Sl PS5 S PR3 I T
PR Lot S Rt S A S 7] ; sseria | & | [
ix 7 . . (Cytomegalo (Chlamydia | (Neisseria | = |*a5 %
RSN E T (Treponema ) ® (T8
:;Fsi virus) ) trachomatis) |gonorrhea) (CID
(HCV) |(HBV) |& pallidum) & screen
(HIV) screen)
(HTLV) & )
:j;:
-~ PR K
(Autologous banked
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o izm¥ (Stem
R R R R R
cells)
e Hid pAs
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SRR R
(Allogeneic, | O | O] O ©) O ol O O R
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Z kAR AR
(Allogeneic, viable
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o FIHATE F chiz
‘e (Stem cells O O O O O O @) O O
from family donors)
o i iEd e
$¢ (Reproductive
! R R R R R R R R R R R R
tissue from sexually
intimate partners)
e Hiwd
(¢ 46477 F)
(Other reproductive | O O O O O O O @) @) O O O
tissue including
directed donors)
o~ Hois B ARIE e
(Other allogeneic O O O O O O O O O R
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eI A M iR A SRR RRY TR FAERE

LTRSS AAP #x X

$=% - W42 ¥4 (Quality and Manufacturing Aspects)

i U ABRTR

~ ®i¢ AL (Starting and raw materials)

(- ) %% (Cells)

O

e fmie 2 FA5F > bldofd o %Eaﬂ WP g\ AR PAER m e o

2. Bkl KGR bldep e & P AR Miwre i dn iFleie p Sleir AT
5 o

3. @%Q%ﬁwﬁmw.:ﬂ%ﬁ%wmio

4 BIEENE Y EREEP > PR B L FRE S o AR ELHEE R

Bp ﬂ.wrﬁ\.w ARl g AR TRAGRRY IR R F m%wmil Lo T A fpmre

,\.m%m.ﬂlmmzm&m@ FRAE L °
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BB HETENRTLFZREREEE -
(=) ## (Reagents) O | B#RiEHEA SR G0 @R LT 7] F 0

® = LB MER

® %m: m \_\\M\W

® A Eqnﬂmm\a

& * g5k * (clinical grade) st 2 & % &% > 2 & ﬂ@mﬂ * (clinical grade) & # & ¥ B> 5
PEd ¥ tiesk > 5 3 (COA)» & v & REE o2 &5 R

¥ % 2 % 2 COA

LEgEE e KR A 2 B

(=) B4 (Excipients) O FUA et Ak B A N LA A (R A H B R R
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it WA FAME 2% pPE «m st o
(r) BE (Equipment) O | BN Higwme A ZPFR* 97 REBXA > bdcme P FH - TRELBRER
BT S E
® §/EREF
o Efipmc
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(- ) ez %% (Cell preparation O | BEEEASSHERE
procedures) 1. weixp 2 \w@@»m.w
2. wmwrg
3. ERM¥EIK
4, WP (oeHREI RS 2 @BER)EY BFPGER 2 2 (Fme i 5
@ v A m LS R AR
5. muA(ES ST oI LB A AT E AR
6. 4 &M we & F(F w & & device/scaffold.. &)
7. B
8.  hFA R
£ ~ A 5R# (Testing for Product)
s fe 4 F p1iE(Microbiological Testing) | O 1. & F)#sk (Sterility)
2. & Mv #(Mycoplasma)
3.0 Rk RUR 1wfﬁ>a<o§5o:m agent testing) » w2 PIREI P G4 A fwie i A&
TRk sy riITEE FAARE -
= ~ #%] (Identity) O | B#E Nauwm_rnj :mosgv%&; % % 37| (phenotype) ° ¥t3v4F & (L me A 5 > 2LimPe 2.
o Jw?r 2 E S AR R I T R
= ~ B R (Cell purity) O | 1. @seapManime 28~ B me F 45 ~ Fwie/7 i 57~ fmve & 533
B w o Fm L2 RE
2. A EHF QBHEES@@

61




HHETHR G AT P #ia S
® 2 %A Eanimie R § (aggregates) ~ 7 = (dead cells)#% ‘m#e "% 3 s &
(degradation) °
® ﬁ“ﬁm A A R g s GlhclARY ATl 2 AR R A A2 AT E
® i r_ﬁﬁv‘m@oo%&zo criteria) © F F £ F 2R «(ﬂc% mm By o FHEL RAPM
R od ¥ p FRRRIE TR iR e T °
= ~ ?zif (Potency) O | &7 ¥ - B RPN RISE(In vivo assay) ¢ 48 7 PIZE(in vitro assay) e i & Jﬁ FpE g A
Y ERCIIE 8 A SRR CRGRLY S
I ~3EF (Viability) O B #1377 75 05 ¥ ik M3% {7 & & (minimum release criteria) °
Ao .wamwm\ E/# £ (Cell Number/Dose) | O | ASFBIFEfeiFigit? > Be A K¢ 3w ~ 2 5 stlmbe cnf M p o
= ~ & (Tumorigenicity) A |l e MR RANRSMEAE R FREAZ AR SHREPHARKE T
A LoF - R e
2. §lwie g R n g ﬁiﬁmﬁm TR ERATOI TN AL RBMER %G 0 B
5 Wik BRI EREP B 8RB w ' o
3. Bwm AR R As CE S H ot g2 E ALl B iR
FF R A S Y 2 e o Rl A YR e e BN T IR A -
™t & Jp TRk iR B 1 R mw%@.ﬁw oo
O [FFLIFARHEFPASRT FERAE S TERRE - FHIFALARIER D7D
s tww ﬂ! %\ \M --4_ W v . .
* w”. omw.nmﬂa_w“n ﬂwﬂhﬂim_ TOBK A AR 0 FRIEIE R ME 3FE 2 LiEk# (acceptance criteria) o BIFEIE P R
8 e T R B S ol ) o
. . O | BE#EH BB A gm0k A &2 WA R o {305 P2 Tk F5% > HEBRGE
2 - P 2478 % (Batch Analysis _
prstisE ysis) B (et > 74 sk B KM SRR WA o
L~ & &ch¥ 3% (Product Stability)
- ~ ®fe ¥ g% TR (In-process A W A KGR L T P Gl PR L e T TR
stability testing)
=~ BB A &% LRRE (Finalproduct | O | B S EBEP A SR RIFG AR HEF FEL o nE g T
stability testing)
K~ H # 3R4L (Other Issues)
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HHETHR G AT P #ia o
- ~ A2 & B &7 (Product Traceability O RiE = IR m_@ = um R e BERE Lk b o
and Labeling)
= gz (Comparability) AN | TRk EEP Ay B2 WERR  BFEAPFIFATEARAT ST - LA S REN
%@ﬁﬁemaﬁﬁa,&waﬁ;wﬁ$wguﬁ$%ﬁ»ﬁﬁo
£ AMEe B RB UK CRF GTP) | O | “HWFISRAS LRI 2 WS TE R A M0 R R TR
P BRIl FELBLY AN | AR AR AR E R W ST TERARP EEFRAYURER -
ig 2. (PIC/S GMP)
2 & ~ 22725 2% (Nonclinical Studies)
% -~ B35 (Pharmacology) O | Bémre i ~ ¢ 2 BnE B (7R o
A #»%x ¥ E% (Primary e ol RN I e ﬂmmm\mmu&mﬁ i s e 2 Ap B e R 105 (disease model ) ki (7 5 ek
pharmacodynamics) A Cﬁoom of concept) -
= %> % (Secondary .wm\@ BT A MR AT M OTRA R 5% % e A REIEEG © TR (T
pharmacodynamics) PlrE A3 A7 g iEe B4 a2 \m b b ﬂwzmm +
o~ & 2 EExs (Safety A | FREmEOEREAPEINET R U TLER DI > RFHREFDHRERC
pharmacology) g%aaﬂ$@ﬁwg,@h%f§>@w$f;aa%,ﬁmgmwwwmagam
B PR AFEAT R B A Y PR R & 2 B R T o
Fomeentd & BB 2 FFE A |- s G ERFEFNADME AL T R 2 N A e o A 0 0 R i e
(Kinetics, Migration, Persistence ) M BOAR S BT FEFSFFEE S EHEF AT BT 2
g i .
% > 13#% (Toxicology)
HAE 2 £4HE X >3 O |®ho% 2= BEREHARE > NERGFyIEFES AR FE L EHHE
(Single and repeated dose toxicity studies) P2 % 2 PTG o
FiRie < PR R T S 1 i
Pl 4 d ﬁ>4;m_@ﬂw%¢%wa:ﬁ$¢wzw$ B
o FR R RS A | FHRNTEETRERED o
QLoom_ tolerance studies)
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R AN | F AR it ang% A S By g ¥ i RBHE (tumorigenicity ) e5E g ©
(Tumorigenicity)
R e A | - A R n Ry A T R _ﬂ%mw.wawwmna A B8 DNA B 4&18% o
(Genotoxicity studies)
2% > RR AN | REROFTRETRERFED Lo
(Reproductive studies)
B R R JAN ﬁ%\ R PR Mwte o 0 FAMBRATR Y S S RAR Wi o ¥R HIR
(Immunogenicity studies) BEREEIMEFAERRT PP RRE TR .
% 7 & ~ %24 (Clinical)
1. 3% 2 #F LA AHAZFHHE O |#AFAMBER  BIRERF DERFFRSL T FARM A MRS 5%
njm_ FLoow B o
2. @FERK O | ML FhGRFHRT T2 E@PEN > A FL A FEF 2L AE -
3. R O |mirt#ARmme gt #W -
4. or E prokix ik O
5.6 * m RIS B e AR O [mfmmejch 22 L3 3 HaTFREFSATFREM PR » -
6. AE 2 E* P22 R O | wim * iz % & ha@on A #H 8 ik gy o
7. XRpEX 2F 22 aid O | eRZF2PFREBAIFEL 2IRET R
8. B W B L O [+ L FFEHT LR ?ﬁg__ CER B A A2 L 2R YE -
9. 3Bk in -2 E# (Endpoints) O | ARBEHKP NE AR ET A ¢ FRRE X 2k o
10. # @y A dr: B_F e i e e gl ﬂ\wa%m LER S il g Sl
*E2x
O: FHHUTH A LT FRUTHRR S
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